Two severe histamine mediated reactions to Althesin are described. Althesin is significantly more likely to cause such reactions than barbiturate induction agents and should be used with caution, especially in repeated anaesthesia.
Case III. Miss R. aged 19 years, was admitted to Hutt Hospital with multiple facial fractures in April, 1974 . She had no history of allergy. Her anaesthetic history over the subsequent period was: 1/5/74-\iViring or jaw; thiopentone, suxamethonium, nitrous oxide, oxygen, halothane. Uneventful. 12/6/74-Removal dental splint; thiopentone, suxamethonium, nitrous oxide, oxygen, halothane. Uneventful. 28/12/74-Revision nose; Althesin, suxamethonium, nitrous oxide, oxygen, halothane. Uneventful. 25/3/75-Exploration nose; Althesin, suxamethonium, nitrous oxide, oxygen, halothane. Shortly after induction, the patient became bright red all over and the radial pulse was impalpable; 100 per cent oxygen was given, the patient tipped head down, and a litre of saline and 500 ml of dextran 70 given rapidly intravenously while external cardiac massage was performed. Her systolic blood pressure rose to 70 mm Hg and returned to normal over four hours. In the postoperative period she complained of cramping abdominal pain and nausea for six hours, but was well the next day. Subsequent anaesthesia with thiopentone, suxamethonium, nitrous oxide and halothane has been uneventful.
Case IV. Mrs. M. aged 36 years, with no history of allergy, had an anaesthetic on 4/12/74 with Althesin, nitrous oxide, oxygen and halothane, for dilatation and curettage. On 5/6/75 she was anaesthetized for a hysterectomy. Althesin 5 ml was injected intravenously over one minute, and a large flare was noted at the injection site; d-tubocurarine chloride 30 mg was injected and the patient became bright red all over as the injection was completed. Her systolic blood pressure fell to 40 mm/Hg. Dextran 70 500 ml was infused rapidly and metaraminol 3 mg was given intravenously, and her blood pressure returned to 90 mm Hg systolic. The operation was then done. Postoperatively her blood pressure rose slowly over two hours to 120/80 mm Hg and she complained of cramping pains and nausea and vomited four times. Her recovery was complicated by a fall in haemoglobin to 8 g noticed on the second postoperative day. She is now well with no residual effects.
Three of the four patients who have undergone such reactions have been subsequently tested for sensitivity, using intradermal tests. A positive reaction is regarded as a weal of greater than 0·5 cm and a flare of greater than -l cm arising within 20 minutes and persisting for half an hour. In the negative reaction, no weal or flare occurred. Dilutions of drug in saline of 1 : 1000 were injected intradermalh' in dosage of 0·1 ml.
Case 11. 12 months after reaction, had positive sensitivity test to Althesin, Cremophor and Epontol, but no reaction to thiopentone, suxamethonium or saline. The test reactions to Cremophor and Epontol were less than that to Althesin and of uncertain significance.
Case Ill. Four months after reaction, there was a positive test reaction to Althesin, Cremoph or and Epontol but none to gallamine, suxamethoniull1, thiopentone, or saline. XO reaction was ohserved in controls.
Case IV. Three months after reaction, there was a positive test reaction to Althesin, but 110t to Cremophor, Epontol, suxamethonium, d-tubocurarine saline or in the control.
Drsc{'ssIOX
Since our previous paper (Fisher lH7 ;"») which discussed reactions to c\lthesin, a number of reports have appeared where Althesin has he en implicated. Healy (H173) described bronchospasm after Althesin and d-tubocurarine hut no attempt was made to distinguish which drug was responsible. Tweedie and Ordish (1 H71) described three cases of severe reactions to intravenous agents in which Althesin was incriminated in two cases. Kcssell and Assem (1!l7t) described a case of anaphylaxis to Althesin and in an exemplan-stucl\-showecl the patient was sensitive to Althesin and Epontol, Cremophor E.L. and both the steroids 111 Althesin. The effects of the steroids were on skin mast cells but not basophils, although Althesin produced a substantial histamine release from both skin and basophils. Watt (1975) described four cases of anaphylactic reactions due to Althesin. In one case, cutaneous sensitivity to Epontol was also demonstrated. These cases all occurred on second exposure, similar to our own. Clarke et al. (1975) Five of the Althesin reactions were of the clonic contraction type which is not histamine related. They also described a new group of reactions, the "delaved histaminoid reaction" of which there were six. Of the G5 histamine type reaction to Althesin :
Thirty patients had pre\'ious exposure to Althesin; Seven patients had previou,; exposure to Epontol; Kineteen patients had no previous exposure to either; Eleven patients had no known preylOus exposure. Thev also found that all the fatal cases involv~d thiopentone, bronchospasm was a feature, and a past history of allerg\-occurred in only 1;')% ; an incidence close to that of the general popUlation. They suggested that it was probable that more of the reactions were caused bv a muscle relaxant than those identified hecause . of the limited num her of sensitiyity tests which were performed. " The suggestion was also made that other variables such as patient anxiet\-, rate of injection, and distribution \yithin the brain may exaggerate the normal insignificant cHects of histamine releasing drugs.
From their stud\', the\, calculated an incidence of such reactions "to Althesin of ] : 11,000 and compaxed this to thiopentone--l:{ reactions reported in 30 years; Epontol 3: ;"),000 and -1 : ;{,OJ;; and methohexitone 1: 7,000. The figure for Althesin was deri\'ed by di\'iding the number of reactions into the sales figures for AJthesin relati\'e to the 7() reactions. if cases where relaxants were used were discounted, the incidence is 1: 19,000. However, any figures collected in this manner assume that all cases are reported and all sold drugs are used, and no conclusion is possible.
In the Wellington Hospital Group, the incidence of severe histamine mediated reactions during anaesthesia is 1 : 5,000 over the last four years. The figures for Althesin are 1: 900. These figures for Althesin are derived from the total ampoules of Althesin purchased, divided by the total number of reactions and will err on the high side.
These figures correlate well with those of Watt (1975) with four reactions in 3,500.
In three other hospitals in the Wellington area less than 1,000 doses have been given and no reactions have occurred. The reason for the difference in incidence between our series and that of Clarke et al. (1975) is not immediately apparent.
There is a regional variation in the incidence of atopic disease (Smith 1974) but this is unlikely to explain the wide variation, and the probable reasons are that the British study has not gathered all cases and that a large quantity of the Althesin sold has not been used. The local incidence may fall if the use of the drug is not abandoned.
The other possibility that must be considered is that batches of Althesin vary. This has been well known for some time to radiologists regarding reactions to radio-opaque dyes.
That Cremophor may play a part in severe histamine mediated reactions to Althesin has now been established and while it is not the principle cause in some cases and probably not implicated in others, it has been shown to play an important role. Consequently where reactions to Althesin or Epontol have occurred, both drugs should be avoided in the future. An incidence of 1 : 11,000 or 1 : 19,000 is an acceptable risk but an incidence of 1 : 900 is not. Until further clarification of the incidence of such reactions appears, we believe that caution should be exercised in the use of Althesin, as the incidence of severe histamine mediated reactions to the drug is considerably greater than that with barbiturate induction agents, although probably not markedly different from Epontol.
The anaesthetist must decide whether he feels the increased risk of using these drugs is justified by their other advantages over the barbiturate induction agents.
We feel that particular caution is necessary with repeated anaesthetics.
